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and Tuo6actam for Injectioc (See DOSAGE AHO .ADMIh 
section for specific tecommendahon; to! Me treatment 
with renal insufficiency.) . 

L 
Hemodialysis removes 3fl°~ to 40°, or a piperaciiliro 
close with an additional 5"0 of the taobactam dose rem 
tazobaaam metabolite . Peritorreat diarysis removes ap 
6°.4 and 21°ra of the plparaciUhi ana ta :obaclam doses, i 
with up to 16% of the tata6ac1am dose removed as the 
metabolite, For dosage fecomrnflndavons for patients 
hemodwtysis, see DOSAGE AM ADMINISTRATION sect 

The halt-19e of PiperdcA6r, and d taxo0a. .'1am increases bj at 
25°,', and 18%. respeciively., in patients with hellau 
compared to healthy subjects . However this Atftei 
not warrant dosage . a0juslmem of Piperaullin and Taic 
Injecian due to hepatic cirrhosis, 
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IAIers0lolaQy 
Piperacillin soclium pxeAS bactericidal acuvity by inhi6Ai 
formation and celi wall synthesis of susceptible baclen 
piperacillin is active agahul a variery of gram-poseive 
negative aerobic and anaerobic bacterw . 7uo6acfam s 
little clinically relevant in vitro achvtty against bacteria 
reduced afliney to penicillin-blnUinQ proteins . It is, I 
y-WCtamase Inhibitor of the RiCounpnd-Sykes class 
class 2b 8 2D') penidqinases.and rEphalospamoses . h, 
ability t0 inhibit class II add IV i28 8 4) pglliGflli1185¢5 .1 
ones am induce chrornosomapv-mediated 6-Iactamases at ~ 
concentrations achieved with the recommended dosage rej 

Pipe2cillinhazobactam has been shown to be active ap 
strains of me following microorganisms both if; virro aru 
infections as described in the INDICATIONS AND USAGE 

Aerobic and facultative firam-ppsiUye miaoorqaniuns 
StaDnYlococc'us awaus (excluding metAiciBin and oxacilli 
isot2ks) 

Aerobic 811A IAWftYIIYB Gram-neffahve microorganism 
liClIIEtOG1CtBr bdufli7l7ii 
fscherichla coli 
liaemophilus InPluenzae lexcludinp P-lac!amase 
ampicilNn-reslstant Isolates) 
Klebsietla pneumani2e 
PseuUomonas aarupinosa (giver, in combination 
aminoglyCOSwle to which the isolate is suscepcible~ 
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INDICATIONS AND USAGE 
FiperaG4m and Tambactam for Infection is mdicatei7 for the 1 
of Patients with moderate to severe Infections caused by pip 
resistant, PWeracilUrV~zobactam-susceptiMe . R-IacLarmase w 
Strains of the designated microorganisms in the specifled cp listed below: 

Appendicitis (wmplicated by rupture o : absce;s) and pt caused by piperacNUn-resistant . S "lactamase proUUCmg sl fscAenchia cnli or the following members of the 8aci 
hayibs group : B hapihs, B mrdtus. 8 tner~ofaomicmn, o, B i 
The individual members of this group Were studied than 10 cases . 

Uncomplicated and complicated skin and skin strucWre int 
. including ceUWais, cuianeous abscesses and ischemrcJdiabi 

iNecfions caused by piperaciUimresistant p-lactemase pn 
strains of Sfaphylococcusaweus: 

Postpartum endomefdfis or pelvic inflammatory disease car 
Proeracillin-resistant, P-Wctamase vrouucup Ono, m fscheri4 
Cammunity-acquirecl pneumonia {moderate seventy onlYj by piperacillimr¢sistant, p-lactamas: producing sira Maemophilus inHuanraa. 

Nosocomnal pneumonia (moderate to severe) caused by pipe 
resistant, ¢-fanamase producing strains or Staplrylqcoccus 
arid by pipencilliN tuobacum-susceptible Acineto6acterDa 
Haemophilus inhuertzae, Ktebsiella pneumoniae, and Pseudc aerupinosa (NOSpcomialpneumonis caused by P aenginosa 
he treated m com6inalbr, with an amirqgycosinei . (see Q 

. . AND ADMINISTRATION .) . 

Fiperacilfin and TazoDaciam for Injection is indicated only 
specified conditions Gsted above. infections caused try pipe, 
susceptible organisms, for which piperacillin has been show. 
effective, are also amenable to PlperaCtbn ana T;uobact; 
Injection treatment due to its piperacdlin content . The tazot 
component 01 this combination product does not dccrea 
adwiry o1 the piperaGlGn component against piperaciqin-susc 
organisms . Therefore, the heahrient of m,ze0.meciais rau 

CsuSCeP6b 
. 

PPe~suSCeP6 bI organisms ark! piperaciNirrtesmtrnt, 9-ad 
Woduc+% wONrbm susceptible lo Plperat'.Nin and 7am6ai,x 
Infection should not require the addition of another anti 
(See DOSAGE AND ADMINISTRATION.) 

P0e2cNin and Tambacbm for Infection is useful as preSUmPtive t m the Indicated conditions prior to the identifirata~n of cat 
. Organisms because o1 As Maad spectrum of bactcriada! activity : aram-positive and gram-nepatneaerobit afw ahaorobx orpanisr 

Appropriate Cultures should usually be performed before in2 
. amirnicrobial treatment in order to isolate and ulentity the orpa 

causinp infection and to determine their suSCeptihlti 
PiperaCillin and TgapbBttjm for Irpeclqn . Arrtjmicrppial therapy ! 6e adjusted, if appropriate, once the results 0( culturfus 
amimicrobql susceptibility testing are known. 

To reduce the UeveloDme+nf of qrug-resistanb bacteria and ma 
the ettectivenass ot p,p¢racillin and Tuotsectam for Injectioi 
other antibacterial drugs, PiOeryplhn and ?3ZOIiachAm-tor Injl 
should be used only to treat or prevent infections that are proo 
strongly suspected to he caused by susCePti6le h2cteria : When c and suscepliuAdy mlmrnaiion are available. they should be cars, 
in selecting or modMywip antibacterial therapy. m me aUSenrk a( 
data, bcal ePiUembbqy end susceqtlUdrtY patterns may. contrid 
the MirperiC selection; 01 therapy . 

COMTHAl1iDICAiIONS 
. PrpgraGflin and Tazobactam for Injection is cantrain0ir2h 

patients with 3 history Ot elletpit reactions to arty of the panic 
cephabsporrcis, or 0dactamase aihi0itors . 

SERIOUS ANDOCCASIONALLY FATAL HYPEPSfNSiTi' 
(AK4WiYU1CTIC(AN4PtiYi .A'CT01D) REACTIONS (INCLUDING SH 
HAVE BEEN REPORTED IN PATIENTS RECEIVING THERAPY 4 
PENICILLIN,S INCLUDING PIPERACILLINAND TAZ09pCTAM 
INJECTION, THESE REACTIONS ARE MORE LIKELY ?0 OCCU 
INDIVIDUALS WITHA HISTORY Of PENICILLIN HYPERSENSIT{ 
OR A HISTORY OF SENSITIVITY TO MULTIPLE ALLEH01 
THERE HAVE BEEN REPORTS OF INDIVIDUALS WITH A NiST 
OF PENICILLIN HYPERSENSITIVITY WHO HAVE E7(1'Eq1Ek 
SEVERE REACTIONS WHEN TREATED WITH CEPNA,LOSPOR 
BEFORE INITIATING THERAPY WITH PIPFRAGILEIN 
TAZ08,4CTAM FOR INJECT101U, CAREFUL INQUIRY SHOULD BEN 
CONCERNING PREVIOUS HYQERSENSITWiTv REACTIONS 
PENICILUNS; CEpiIA10.SPORINS . OR OTHER ALLERGENS . it 
ALLERGIC REACTION OCCURS. PIPERACILLIN AND TAZOBAC' 
FOR INJECTION SHOULD 6E DISCONTINLiEQ AND APPROPR
THERAPY INSTRtJT'ED . SEAIUUS ANAPHYLACTIC/ lUaiPHyIJ1C1 
REACTIONS (INCLUDING SHOCK) REflUIRE IMME01 
EMERGENCY 7REAAHif WITH B%04M. QXVM . KTRAyM 
STEROIDS, AND AIRWAY IiIANACEIlEkT, 

JNCCUDUi7i1BATlON, SHOULD ALSO BE ADMINISTERED AS INOICATI 

Psaudomem9ronoaswlttis has been repented with ,early 
aadA2cleflal apehk, kcleGiqp ~riparaclIIlnAaw9aetam, ad i 
nage IN "Oft pprp qqlG to Ilie-iAreateqinp. 
Therefore . it la impwUat to consider this 8iapnais in pa14 
Who Preseat With dhrthea tuWequent to the edhsiMshailoi 
aallbacHrNl ""h. 

Treatment with antibacterial agents alters the normal tuna o1 
colon and may permit overgrowth of cl45trbz . Studies indicate 

'a toxin produced 6y Clos7ndium dilficile i~ one primary causi 
"aNibiMic-associaled colilis .' 

Aiter the diagnosis of pseudomemUrancus colhls has bi 
established, therapeutic measures should be xltiateA . Mild case : 
oSbudOmemb2ti0us coMis usually respond to drug AIsfAtqinu8) 
While, In moderate to severe cases, consideration should be pi 
10 marrilAernartt with fluids and electrolytes, protein supplamenpti 
and treatment with an antibacterial druq clinically effect against CJOStii6ium dH1iciJe Wits 

it 



Therefore . posflive test fC,plls if, patients receivinp 
tuobactam should be Interpreted cautiously and c other diagnostic methods . 

Carcinupeuecis, Mutapenesu, iffipairmeat nt fertilfY # long-term carcinopenicitystudies in animals haF 
conducted wrth wperac9iliNtazobactam . piperacNlin, ar 

Pipe2ciNiNiazpbactam 
GiperacilliNlazokxtam was. negative in microbial I 
assays at concentrations up to 74 .84;1,8b mcGippe, tazobaqam was negative m the unscheduled DHA syni . test at concentrations up to 5689,1711 meWmL FiperacAGr was neqaUVe m a mammalian paint Mutation (Chinn ovary Cell HPRT) assay at concentrations up to 8000/t0 . ProeracillaJUZODaaam was neyaqve in a mammalian cep (. . iranstomrdipn assay at concentrations up to Bh mcqL piperacillia' . tazohaclam did not mouse chrpmrsomai a 
MIs closed IV. wHh 1511Q+1&7 .5 mpMq this dose is sir maximum recommended human daily dose or, a body-; basis (my/m'). 

PiDeraciliin 
Piperaclllin was negative in microbial mutaqenicity conoentrauons up to 50 ri~cqq~L3te. Ti~we ~res no fkJA dvr~ tAec assavi e~os~ a-P+Aer~Bm ac cmricer~traaor~s up ~ 2[ 

ncenha PiperaciNin we' nepative in the U GS lest 
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10,0~1 mcg/mL . 
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a mammal~an pcini mutalion (mouse ce~ls) assav. WPeraoiHin was positive at 
labor 

~25t Piperacillin was negative in a cell (8qL8/c-3T3) .an assay at con ceNrations up to 30D~ mCq/mL. !rt nva, 
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similar 
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rats) m the maximum, 

human daily dos2 based on body-surtace area implm') . in vivo test, there was no dominant lethal effect when I 
was administered to rats at J.V doses up to 2000 r which is similar to the manimum recommended human based on body-snriace area (mgrm') When rtuce were ad plperacillin at I .V. doses up to 2000 mglkWday, which maximum recommended human daily dose based on be( area 091m'), urine from these animals was not mutap, 
tested in a microbial muUpenldty assay. 6acteeia injeeis penmneal caviry Of mice administered piperacitlro at I .V. to 2000 mg/kg/day did not show increased mutation he 

Tazo6actam 
TaloGactam was negative in microbial mu[agBmcfty a concentrations up to 333 mcprplale. 7uo6;,ctam �es nep,,, , 
test at concentrations up to 2000.mcphrrLTezobactam was r 2 mammalian pomtirwtatan (Chinese hamster ovary cf assay at concentrations up to 5D00 mcylmL . In another m; point mutation (mouse lymphoma cellsy assay, iazpbac 
Positive at concentrations x3000 mcg+mL .lezohypyrn was in a cell (BALB1c3T3) transformation assay at concentratb 9W mcqiml in an M viuo cytoqenetics (Chinese hairier it 
assay, tazooauani was rieqative at concentrations up to Sw0 !n Nvo, tazobactam did not induce cnromoshomal aberr, rats at I .V. doses up to 5lfpp frog . whift, is 23 times the n recommenced human daily dose basea on boay-surli mg/ml), 

Preprtaacy 
7eiatogenrc eHeCts-Pregnancy Category B 
PiparaciUINWz06actam . 
Reproduction studies nave been perform, in rats and have 
no evqence of impaired iBAiliTy due to piperacdNnAazi 
adrrmislered up to a dose which is similar to the m recommended human dally dOSe based or, hody-bufiace area I 
Te2rokgy studies have been performed ir, mice and fats a 
revealed no evidence o1 harm to the tetus .due 1o gq WoDactam administered up to a dose which is 7 to 2 times ar times the human dose of pweratiNm anA tazobaClem: resp basea on boy'-surface area (mq1m') . 

Piperacdlin and tuobactam cross the Plaentz in humans 

Plperacillin 
Reproduction and teratoiapy studies nave Wen performed 
and rats and have revealed no evidence at Impaired fertlhty c 
to the fetus due to plperacfBln administered up tc a dose n half (micel or similar. frats) to the maximum recommended 
daily dose based on 6aly-surtace area (mg/m'). 

Tazobaciam . 
Reproduction studies have been Performed ir, rats ann haven, no evidence at ImparceU fertility One to 3e1ob8ctam admini at doses up to 3 times IN maximum recommended 

humadose based on bo0ysurfaCe area (mg/ml) . 

Tera1Olopy Studies have been pedpYmea in mi:x and rats all, revealed no eaiderc,e of h2rtn .b the fetus due to tambactem allow at doses up to 6 and 14 times, respectively, the nunwn based or, body-surtace area (mgrm°) . In rats . fazobaCf&ma the Placenta . Concant2tiart5 in the letus are fess than o, eq 10% of those found in maternal plasma. 

There are, however, no adequate and well-controitau studie : the pip¢raciAinltazobactam combination ar with GiPetaql. 
tazobactamalone in pregnant women. Because animal reproAi StuOi¢ : are not always Predictive of the human respanse, this 
should be used during pregnancy only 0 dearly naetkd. 

Nursing Mains; 
PiDeraCiilin i5 excreted in low conCeniraiions it, human 
taiobactam Concentrations in human milk have no! beer sh Caution should he exercised when Piperadllir, and Tazobacta : 
Injection is edmlnisYered to a nursing woman. 

DaCam for Infeclqn ,on[ains 54 mg (2.35 mEq) n Of PtpeFac+Hin in the comLin26on .Dlou1llCi . tenoBCi.QOSM Patients Would reCHivab¢1wC9a 
1282 and 37 .6 inEq! of sodium : The pnnatric 
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